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Remarks: 

In view of the follow remarks, reconsideration of this application, and withdrawal of the 
rejections and formal notification of the allow ability of all claims as patented are respectfully 
solicited. 

Status of Claims 

Claims 1-10, 12, 15-27, 29-45, 48, 62-70, 74, 76-85 are pending. 

Claims 1, 2, 6-10, 12, 23, 25, 27, 29, 33, 34-36, 40-41, 45, 62, 69-70, 74, 76-85 have been 
amended to overcome the pending rejections under 35 U.S.C. §§112, 102 and 103. 

Claims 13, 14, 28, 46, 47, 49-61, 71-73 and 75 have been withdrawn form further 
consideration in response to the Examiner's restrictions/election requirement. 

Claim 1 1 has been cancelled. 

Written support for each of the above-listed amended claims can be found in the 
specification in at least the following sections: J f s 28, 34, and 35. No new matter has been added. 

Affirmation of Election/Restriction 

The Examiner has required restriction between species, namely a gadolinium-based agent, 
which is classified as class 424, subclass 9.36; an iodide-containing contrast agent, which is 
classified in class 424, subclass 9.4; and a barium-containing contrast agent, which is classified in 
class 424, subclass 9.41, 

During a telephone conversation with the Examiner on June 30, 2006, applicant's attorney, 
Thomas J. Parker, elected with traverse to prosecute the invention of a barium containing contrast 
agent recited in original claim 1 1, now canceled. Independent claim 1 has been amended to recite 
the "barium 11 limitation of claim 1 1 . 

Applicant's attorney also elected with traverse the method of imaging an anatomic segment 
of an individual, wherein the colon is imaged as recited in claim 48. Claims 13, 14, 28, 46, 47 5 and 
49-61 have been withdrawn as being drawn to a non-elected invention. Applicant has also 
withdrawn claims 71-73 and 75, which are drawn to imaging an individual anatomic segments other 
than the colon. 

In order to facilitate prosecution of the pending application, applicant has amended each 
elected independent claims such that no generic claim is pending herein. Applicant expressly 
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reserves the right to file divisional applications or take such other appropriate measures deemed 
necessary to protect the inventions in the remaining claims. 

Amendments to the Specification 

In the specification, paragraph [0028] of the published form of the present application has 
been amended to correct a minor typographical error. 

Written Support for Amended Claims 

Written support for each of the amended claims can be found in the specification in at least 
the following sections: 



Claim 


Specification (Citations Based on Published 
Application US 2005/0074405A published 
4/7/06) 


1,2,45,62, 69, 70, 76, 77 


135 


6,40,81, 


Tf28, line 6 


7, 25,41,82 


Original claim 9 


8, 42, 83 


Original claim 1 0 


9, 43, 84 


f28 (Amended) 


10,44, 85 


^28 (Amended) 


23 


T128 (Amended); T|40, line 4; K45, line 2 


27 


H40, line 5 


29 


^45, line 3 


33 


128, line 6, 140, line 5 


34-36 


135 



Claim Rejections ~3S USC SI 12 

Claims 3-4 have been rejected under 35 USC §112, second paragraph, as being ambiguous 
because, according to the Examiner, it is unclear what diagnostic procedure tails with the scope of 
the claims. In response to the Examiner's rejection, step (b) in claim 34 has been amended to delete 
the word "medical" so that the claim is directed to a diagnostic procedure, "wherein the diagnostic 
procedure comprises imaging at least a portion of the individual's gastrointestinal tract." Claims 35- 
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45 depend from claim 38. Applicant believes the amendment to claim 34 overcomes the Examiner's 
§112 rejection. 

Also, claims 27, 29 and 33 have been rejected under 35 USC §1 12, second paragraph. 
Specifically, according to the Examiner, claim 29 which depends from claim 23, is indefinite 
because it does not constitute a further limitation of claim 23 in that it allegedly increases the range 
of the osmotic agent to about 0.05% to about 60%. Similarly, according to the Examiner, claim 33, 
which depends from claim 23, is indefinite because it does not increase the range of barium-based 
compound to less than 5%. 



In response to the Examiner's §112 rejection, the values recited in claims 27, 29 and 33 have 
been amended such that they narrow the scope of the claims from which they respectively depend, 
as illustrated below: 



Claim 


Barium [ ] Range 


Stabilizer [ ] Range 


Osmotic Agent [ ] Range 


23 

(Independent) 


"about 0.01% w/v to 
about 0.5 w/v%" 


" about 0.05% w/v to 
about 25% w/v" 


"about 0.005% w/v to about 
70% w/v n 


27 




"about 0. 1% w/v to about 
10% w/v" 




29 






"about 0.1% w/v to about 
45% w/v" 


33 


"about 0.01% w/v to 
about 0.5% w/v n 


"about 0, 1 % w/v to about 
10% w/v" 


"about 1.0% w/v to about 
15% w/v" 



Applicant believes the above-mentioned amendments overcome the Examiner's § 1 1 2 rejection. 
Claim Rejections - 35 USC S102Qri 
The Ramm Reference 

Claims 1 and 2 were rejected as being anticipated by Ramm et al. According to the 
Examiner, Ramm teaches a contrast media comprising 1% w/v barium-sulfate having a measured 
Hounsfield value ("HV") of less than 200. As amended, Ramm does not anticipate claims 1 and 2. 
Ramm makes it clear that none of the contrast media disclosed therein have less than 1% w/v 
barium-sulfate. In that regard, the lowest possible HV disclosed in Ramm is about 1 80, which 
according to Ramm, corresponds to a contrast media having 1% w/v barium-sulfate. See Ramm, p. 
2634. Claims 1 and 2, as amended, specifically recite a range of HVs from about 0 to 50. Here, the 
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upper limit is approximately 1 30 HVs less than the HV value reported by Ramm. Thus, Ramm 
does not anticipate amended claims 1 and 2. 

The Nyman Reference 

The Examiner has also rejected claims 1, 6, 11, 12, 15, 16, 20-22, 34, 40, 45, 48 and 70 as 
anticipated by Nyman et al. The Examiner argues that Nyman discloses a barium sulfate-containing 
contrast medium, E-Z-CAT, for use in CT of the abdomen. According to the Examiner, HV of E-Z- 
CAT is 246, and its barium-sulfate concentration is 1.7%w/v. 

The claimed ranges, as amended, do not encompass E-Z-CATs Hounsfield value or its 
barium-sulfate concentration. Specifically independent claims 1,34, 45, and 70 now recite a 
contrast media having a HV of 50 or less, which is less than the HV of E-Z-CAT (approximately 
1 59 to about 3 1 8). Claims 6, 1 1 , 1 2, 1 5, 16, 20-22, 40 and 48 depend directly or indirectly from the 
independent claims 1 , 34, 45 and 70, reciting HVs equal to or less than 50. Thus, Ramm does not 
anticipate these claims as well. 



The Johnson Reference 

The Examiner further rejects claims 1 -7, 11,12, 34-41 , 45 and 48 as anticipated by Johnson 
et al (U.S. 6,477,401) under 35 USC § 102(e). Independent claims 1, 34, and 45, as amended, now 
recite a contrast media having a HV of 50 or less. The Examiner contends that Johnson discloses 
barium concentrations of 0.8% , 1.2% or 1.5%. These amounts correspond to HV values of 
approximately 1 15, 173 and 217, respectively. The now pending claims recite a barium-based 
concentration of about 0.5% or less, or an HV of 50 or less, which is much less than those values 
inherently disclosed in Johnson. Thus, Johnson does not anticipate the amended claims. Claims 2- 
7, 1 1, 12, 35-41, and 48, depend directly or indirectly from independent claims 1, 34 and 45, 
reciting barium-based concentrations of 0.5% w/v or less, or HV of 50 or less. Johnson does not, 
therefore, anticipate the subject claims. 

The Zeman Reference 

The Examiner further rejected claims 1, 6, 1 1, 12, 34, 40, 45, 62 and 66 as anticipated by 
Zeman et al. (An J. Roentgenology, 1998, 170, p.1427-1438). The Examiner argues that Zemen 
teaches the use of a 1 .5% barium sulfate oral contrast agent. The Zeman reference does not identify 
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a specific HV value. However it is the undersigned's understanding that a 1.5% barium-sulfate 
concentration (w/v) corresponds to a HV of about 217. 

In contrast, the claimed ranges, as amended, do not encompass a HV of about 217. 
Independent claims 1, 34, and 45 now recite a contrast media having a HV from about 0 to 50, 
which is far less than the HV inherently disclosed in Zeman. Claims 6, 1 1, 12, 40, 62, and 66 
depend either directly or indirectly from the independent claims 1, 34, and 45, which recite an HV 
up to 50, or less. Thus, the Zeman reference does not anticipate the subject claims. 

Tbe Gore Reference 

The Examiner has also rejected claims 1, 6, 1 1, 12, 34, 40, 45, 62, 63, 65, 67, 69, and 70 as 
anticipated by Gore et al. (Am. J. Roentgendogy, 1984 143, p.279-284). The Examiner notes that 
the contrast media used by Gore is E-Z-CAT, which according to the Examiner has a 1 .7% w/v 
barium-sulfate concentration. The Examiner further notes that Gore does not disclose a HV for this 
concentration. It is the undersigns' understanding that a 1.7% w/v barium-sulfate concentration 
corresponds to about a 246 HV value. 

The claims, as amended, do not encompass a HV at or near 246. Rather, independent claims 
1 , 34, 45 and 70, as amended, recite a contrast media having a HV from about 50 or less. Claims 6, 
12, 15, 16, 20-22, 40 and 48 depend directly or indirectly from the aforementioned independent 
claims, reciting HV up to 50 or less. Thus, the Gore reference does not anticipate the subject 
claims. 

Claim Rejections 35 U.S.C. Sl03(al 

Rejection of Claims 1-12, 15-27, 29-45, 69 and 70 

Claims 1-12, 15-27, 29-45, 69, and 70 are rejected under 35 U.S.C. 103(a) as being obvious 
over Widder (US 5,61 1 ,342 issued 3/1 8/1 997) in view of Fuisz at al. (US 6,337,082 issued 1/8/2002) 
in further view of Nyman (Acta Radio/. Diagn., 1984, 25, p. 121-124). According to the Examiner 
Widder discloses a method of CT imaging of the upper gastrointestinal tract using a low-density CT 
contrast agent Widder also teaches, according to the Examiner, the difficulties associated with 
positive contrast agents or the absence of a contrast agent, and that such difficulties can be overcome 
by introduction of a low density contrast agent into the gastrointestinal tract. (Column 2, lines 15-19). 
Further, the Examiner maintains that the term "low-density" contrast agent is defined as a contrast 
media with a low or negative HU (i.e. less than about 1 00 HU, preferably less than 1 0 HU, and most 
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preferably less than 0 HU (column 2, lines 32-42)). However, the Examiner correctly points out that 
Widder fails to recite a barium-containing contrast agent . 

The Examiner also relies on Fuisz as disclosing an x-ray contrast medium comprising 
barium sulfate, a gelling agent, such as xanthan gum, from 3% to 50°/o, and a sugar, such as sorbitol, 
from 10% to 20% (claims 1, 6-13, and 16-18). However, the Examiner recognizes that Fuisz fail? 
to recite a specific harium concentration . The Examiner also relies on Nyman for disclosing the use 
of, E-Z-CAT, which comprises 1 .7% barium sulfate for use in distending and imaging the 
gastrointestinal tract, (page 121). 

The Examiner concludes, therefore, that it would have been obvious to one of ordinary skill 
in the art to combine the low density contrast media for imaging the gastrointestinal tract 
comprising the concentrations taught by Widder. According to the Examiner, the motivation to 
prepare such a contrast agent being demonstrated by Widder, who teaches the benefits of using a 
low density contrast media, such as enhanced CT imaging of the tissues and organs of the upper 
gastrointestinal tract wherein the upper gastrointestinal tract is filled with a low density contrast 
agent. Furthermore, the Examiner contends that because the HV is an inherent property of the 
contrast agent, and is directly dependent upon the concentration of barium sulfate, it would have 
been obvious to include a slightly lower percentage of barium sulfate than that of Nyman to achieve 
a low density contrast media, such as less than 100 HU, preferably less than 10 HU, or more 
preferably less than 0 HU as defined by Widder. 



Applicant's Response: 

Claims 1-12, 15-27, 29-45, 69 and 70 are not obvious in view of the cited references. 
Foremost, the Widder reference, taken as a whole, is entirely contrary to the claimed invention, and 
in fact teaches away from it. Specifically, Wider teaches that the use of barium-sulfate suspensions 
are not desirable because of their inability to mix well with the contents of the gastrointestinal tract, 
thus giving rise to the heterogeneous pacification and artifacts in the CT image. (Col. 1 , line 61 to 
Col. 2 line 5). To overcome this so-called difficulty, Widder suggests introducing a "low density 
contrast agent" in the gastrointestinal tract. (Col. 2, lines 16-20). This so-called "low density 
contrast agent" is a water soluble or a suspendable "biocompatible material". Widder defines 
biocompatible materials as solutions containing homogenous solid particles. (See Col. 3, lines 45,- 
57). This definition excludes barium-based compounds, which comprise heterogeneous solid 
particles. The only specific examples of "biocompatible material" mentioned in Widder include 
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synthetic polysaccharide, malodextrin or polydextros. Each of these compounds are fundamentally 
and structurally distinct from barium-based compounds. 

Clearly, Widder (primary reference) teaches away from using barium-sulfate suspensions, 
and it clearly teaches away from using such suspensions having a HV less than 100. In the 
circumstances, Widder does not and cannot provide, as a matter of law, provide a person of ordinary 
skill in the art a reasonable likelihood of success in using barium-suspensions, let alone barium- 
suspensions having a HV equal to or less than 50, to which the present claims are directed. 

Stated another way, Widder is the primary reference on which the obviousness rejection is 
based. The line of development flowing from Widder is that barium is not only an unsuitable 
contrast agent, but it cannot be used as a "low density contrast agent." This type of disclosure 
would not be productive of the result sought by applicant, namely to use low concentrations of 
barium as a means of achieving excellent, high quality images of an individual's anatomic segment. 
(See Specification, Examples 3-5). Therefore, Widder cannot serve to create aprimaface case of 
obviousness, furthermore, there can be no suggestion to combine Widder with any of the 
secondary references if Widder teaches away from the applicant's invention, which it does. See In 
re fine 837 F.2d 1071, 1075 (Fed. Cir.1998). 

In any event, none of the secondary references overcome the deficiencies of Widder. Fuisz 
recites no barium concentration whatsoever, and Nyman teaches barium-based concentrations 
having about 246 HV, which is almost 200 HV's greater than the claimed invention. This is a 
significant difference in concentration. Nothing in Nyman suggests reducing the HV's. If 
anything, it teaches away from using lower HV units. 

Given the above, applicant respectfully submits that claims 1-12, 15-27, 29-45, 69 and 70 
are npj obvious over Widder in view of Fuisz and Nyman. 



Rejection of Claims 1- 6, 11, 12, 15-21, 34-45, 48, 62-64 

Claims 1- 6, 11, 12, 15-21, 34-45, 48, 62-64 are rejected as being obvious over Widder in 
view of Balthazar et al. (Am. J. Roentgenology, 1988, 150, p. 301-306). Here, Examiner asserts 
that Widder discloses a method of CT imaging of the upper gastrointestinal tract using a low- 
density CT contrast agent, wherein said contrast agent has the same range of HV's as the conirast 
media claimed by Applicant. Examiner reiterates the deficiency of Widder, namely that it fails to 
recite a barium-containing contrast agent, and Widder also fails to recite a method of detecting 
colon cancer upon administration of a contrast agent. 
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The Examiner also relies on Balthazar for allegedly disclosing the use of CT imaging for 
evaluation of patients with colonic carcinoma and detection of colonic tumors in patients with 
nonspecific abdominal complaints. A 2.0% barium sulfate-containing contrast agent was 
purportedly used in these studies (abstract and page 302). The Examiner notes the deficiency of 
Balthazar, in that it fails to recite a Hounsfield value of the contrast media. 

The Examiner then concludes that it would have been obvious to one of ordinary skill in the 
art to combine the low density contrast media for imaging the gastrointestinal tract in the range of 
concentrations taught by Widder with the relatively low density barium sulfate-containing contrast 
media taught by Balthazar. According to the Examiner, the motivation to prepare such a contrast 
agent has been demonstrated by Balthazar, who purportedly teaches the benefit of using a relatively 
low-density barium sulfate-containing contrast media for the evaluation of patients with colonic 
carcinoma, as well as for the detection of colonic tumors. 

Applicant's Response 

As previously discussed, Widder (primary reference) clearly teaches away from the use of 
law concentrations of barium as a contrast agent. Therefore, it cannot serve to create a prima face 
case of obviousness. Further given Widder's teaching away from the claimed barium concentrations 
and HV's, there can be no suggestion to combine Widder with Balthazar. For the reasons described 
in Applicant's response to the Examiner's initial obviousness rejection (see above), claims 1-6, 1 1, 
12, 15-21, 34-45, 48, 62-64 are riot obvious over Widder in view of Baltha2ar. 

Rejection of Claims 1-6, 11, 12, 15-21, 34-45, 48, 62, 63, and 68 
Claims 1-6, 11,12, 15-21, 34-45, 48, 62, 63, and 68 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Widder (US 5,61 1,342 issued 3/18/1997) in view of Ha et al. (Radiology, 
1998, 209, p. 449-454). According to the Examiner, Widder discloses a method of CT imaging of 
the upper gastrointestinal tract using a low-density CT contrast agent, wherein said contrast agent 
has the same range of Hounsfield values as the contrast media claimed by Applicant. As previously 
noted Widder fails to recite a barium-containing contrast agent, and also fails to recite a method of 
diagnosing a disease of the vascular system upon administration of a contrast agent. 

The Examiner relies on Ha for purportedly disclosing the use of CT imaging for the 
evaluation of patients with Behcet syndrome, which is considered to be a disease related to the 
vascular system, (page 450). According to the Examiner, Ha discloses that CT has a primary role 
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in detection of the lesions associated with the disease in patients with Behcet syndrome, as well as 
to differentiate between Behcet syndrome and other diseases that produce similar gastrointestinal 
symptoms (page 452-453). According to the Examiner, 2% barium sulfate-containing contrast 
agent was used in these studies. However, the Examiner points out that Ha fails to recite the 
Hounsfield value of the contrast media. 

The Examiner then concludes that it would have been obvious to one of ordinary skill in the 
art to combine the low, density contrast media for imaging the gastrointestinal tract comprising an 
osmotic agent and stabilizing agent (xanthan gum) in the range of concentrations taught by Widder 
with the relatively low density barium sulfate-containing contrast media taught by Ha. The 
motivation to use such a contrast agent has been demonstrated by Ha, who teaches the benefit of 
using a relatively low-density barium sulfate-containing contrast media for diagnosis of the 
presence of lesions in the evaluation of patients with Behcet syndrome. 



Applicant's Response 

As previously discussed, Widder (primary reference) clearly teaches away form the use of 
low concentrations of barium as a contrast agent. Therefore, Widder cannot serve to create prima 
face case of obviousness. Further, given Widder's teaching away from the claimed barium 
concentrations and HV's, there can be no suggestion to combine Widder with Ha. For the reasons 
described in Applicant's response to the Examiner's initial obviousness rejection (see above), claims 
1-6, 11, 12, 15-21, 34-45, 48, 62, 63, and 68 are not obvious over Widder in view of Ha. 

Other Claim Objections 

Claims 71-85 are objected to under 37 CFR 1.75(c) as being in improper form because a 
multiple dependent claim should refer to other claims in the alternative only. See MPEP § 
608.01 (n). Accordingly, the claims have not been further treated on the merits. 

In response to the Examiner's objections, claims 71-73 and 75 have been withdrawn. Claims 
74 and 76 to 85 have been amended such that they now refer to multiple claims in the alternative 
only. 

Information Disclosure Statement 

The ExamincT informs applicant that the information disclosure statement filed 10/03/2003 
fails to comply with 37 CFR 1.98(a)(2), which requires a legible copy of each cited foreign patent 
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document; each non-patent literature publication or that portion which caused it to be listed; and all 
other information or that portion which caused it to be listed. The document referenced as 
Department of Health and Human Services — Ltr to Madhu Anant dated 3-31-99, re: NDA 20-773 
- SonoRx (simethicone 7.5) mg/mi.) was omitted. At this time, the undersigned attorney has been 
unable to locate the missing reference. 



Conclusion 

Should the Examiner have further questions or comments with respect to examination of this 
, it is respectfully requested that the Examiner telephone the undersigned so that further 



case 



examination of this application can be expedited. 

It is not believed that extensions of time or fees for net addition of claims are required, 
beyond those, which may otherwise be provided for in documents accompanying this paper. 
However, in the event that additional extensions of time are necessary to allow consideration of this 
paper, such extensions are hereby petitioned under 37 CFR § 1.136(a), and any fee required 
therefore (including fees for net addition of claims) is hereby authorized to be charged to Deposit 
Account No. 16-0605. 

Respectfulb^submittec 
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